following (lower panel) a rate-limiting conformational change (red arrow) 50 . In this experiment, the ternary product complex was generated in situ (unlabeled dNTP is present to generate nicked DNA and cold PP i , gray labels) under single-turnover conditions (pol>>DNA) and the rate of radioactive movement from labeled PP i into dNTP (blue) was measured. These schemes illustrate that if PP i binding occurs prior to the slow conformational change, then the measured rate of pyrophosphorolysis will be similar to the rate of exchange. In contrast, if PP i binding occurs after the slow conformational change, then the rate of exchange (rapid PP i binding and chemistry)
will be faster than the measured rate of pyrophosphorolysis. 
